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OS MARPAT 139:149652 
GI 



X (CR20 R 21 )n 

(CR 2 2r23) i! ^n^ 



AB 2-Acylaminothiazole derivs. or pharmaceutically acceptable salts thereof 
[I; Arl = each (un) substituted aryl, monocyclic aromatic heterocyclyl , or 
bicyclic condensed heterocyclyl; Rl = each (un) substituted aryl or 
monocyclic aromatic heterocyclyl; R2 = Q, Ql, R24R25N; wherein n, m = an 
integer of 1-3; when n or m is an integer of >2, CR20R21 and 
CR22R23 may represent a different group; X = O, S, NR26, C(R27)R28; E, G, 
J, L = N, CR29; R20-R23, R26-R29 = H, OH, lower alkoxy, each 
(un) substituted lower alkyl, cycloalkyl, aryl, arylalkyl, aromatic 
heterocyclyl, aromatic heterocyclylalkyl, nonarom. heterocyclyl, lower 
alkenyl, lower alkylidene, NH2, or CONH2, C02H, lower alkoxycarbonyl , 



lower alkenyloxycarbonyl , aryl-lower alkoxycarbonyl , aromatic 
heterocyclyl-lower alkoxycarbonyl, lower alkylcarbonylamino, oxo; R24, R25 
= H, each (un) substituted lower alkyl, cycloalkyl, or nonarom. 
heterocyclyl] are prepared These compds . have an excellent effect of 
proliferating human c-Mpl-Ba/F3 cells and an activity of increasing 
platelets (thrombocytosis) based on the effect of promoting the formation 
of megakaryocytic colonies and are useful in treating thrombopenia . Thus, 
2.1 mL Et isonipecotinate was added to a solution of 750 mg 
5 , 6-dichloro-N- [ 4- ( 4-chlorothiophen-2-yl ) -5- ( 4-cyclohexylpiperazin-l- 
yl) thiazol-2-yl] nicotinamide in 10 mL THF, heated to 50°, and 
stirred for 5 h to give, after workup and silica gel chromatog., 881 mg 
l-[3-chloro-5-[ [4-( 4-chlorothiophen-2-yl ) -5- ( 4-cyclohexylpiperazin-l- 
yl) thiazol-2-yl] carbamoyl] -2-pyr idyl ] piper idine-4-carboxylic acid Et ester 
which (30 mg) was dissolved in 1 mL MeOH, treated with 0.12 mL 1 M aqueous 
NaOH solution at room temperature, stirred for 24 h, distilled under reduced 
pressure, 

dissolved in EtOAc, treated with 0.2 mL 1 M aqueous HC1 solution, stirred, and 
distilled under reduced pressure, followed by washing the residue with Et20 
to give 20 mg 1- [3-chloro-5- [ [ 4- ( 4-chlorothiophen-2-yl ) -5- ( 4- 
cyclohexylpiperazin-l-yl ) thiazol-2-yl ] carbamoyl] -2-pyr idyl] piper idine- 4- 
carboxylic acid hydrochloride (II). II and recombinant human 
thrombopoietin (rhTPO) at 2.4 ad 0.012 nM, resp., showed 30% of the maximum 
cell proliferating effect of each compound tested on human c-Mpl-Ba/F3 cell. 
IT 570406-91-6P, N- [ 4- ( 4-Chlorothiophen-2-yl ) -5- ( 4- 

cyclohexylpiperazin-l-yl ) thiazol-2-yl ] -3-f luoro-4-hydr oxybenzamide 

570406- 9 2-7P, 3-Chloro-N- [ 4- ( 4-chlorothiophen-2-yl ) -5- ( 4- 
cyclohexylpiperazin-l-yl ) thiazol-2-yl ] -4- (2-hydroxyethoxy) benzamide 

57040 7- 00-0P, N- [4- ( 4-Chlorothiophen-2-yl ) -5- ( 4- 

cyclohexylpiperazin-l-yl ) thiazol-2-yl ] -4- ( 4-cyanopiper idino ) -3, 5- 
dif luorobenz amide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 2-acylaminothiazole derivs. or salts thereof as c-Mpl 
receptor ligands for proliferating human c-Mpl-Ba/F3 cells and 
increasing platelets via promoting the formation of megakaryocytic 
colony) 
RN 570406-91-6 CAPLUS 

CN Benzamide, N- [ 4- ( 4-chloro-2-thienyl ) -5- ( 4-cyclohexy 1-1 -piper azinyl ) -2- 
thiazolyl] -3-f luoro-4-hydroxy- (CA INDEX NAME) 




CN Benzamide, 3-chloro-N- [4- ( 4-chloro-2-thienyl ) -5- ( 4-cyclohexyl-l- 
piperazinyl) -2-thiazolyl] -4- (2-hydroxyethoxy) - (CA INDEX NAME ) 
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HO-CH2-CH2-CX 




RN 570407-00-0 CAPLUS 

CN Benzamide, N- [ 4- ( 4-chloro-2-thienyl ) -5- ( 4-cyclohexy 1-1 -piper azinyl ) -2- 
thiazolyl] -4- ( 4-cyano-l-piperidinyl ) -3, 5-dif luoro- (CA INDEX NAME) 
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AB The present invention in certain embodiments is directed to a 

pharmaceutical dosage form comprising a therapeutically effective amount of 
a first agent that agonizes a human TPO receptor by binding to the rhTPO 
binding site of the human TPO receptor; and a therapeutically effective 
amount of a second agent that agonizes the human TPO receptor by binding to 
a binding site of the human TPO receptor distinct from the rhTPO binding 
site. 

IT 570406-91-6 570406-92-7 570407-00-0 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(compns. and methods for treating thrombocytopenia) 
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thiazolyl] -3-f luoro-4-hydroxy- (CA INDEX NAME) 
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piperazinyl) -2-thiazolyl] -4- (2-hydroxyethoxy) - (CA INDEX NAME) 
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thiazolyl]-4-(4-cyano-l-piperidinyl)-3, 5-difluoro- (CA INDEX NAME) 
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The invention discloses a method for treating viral diseases, particularly 
hepatitis C, in a human, in need thereof which comprises the 
administration of a combination of therapeutically active agents selected 
from a TPO receptor agonist and an antiviral therapy selected from an 
a-interf eron, ribavirin, a ribavirin analog, and an HCV antiviral to 
such human. 
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(TPO receptor agonist combination with other antiviral therapy for 

treatment of viral diseases) 
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